Supplementary Figure S1. The 5-iodo-uridine was used for crystallographic phasing. (A) Schematic protein-DNA interactions. The target phosphate is marked by an X. (B and D) Electron densities 2Fo-Fc (grey), contoured at 2s above the mean, are shown respectively for DNA base pairs containing 5-iodo-uridine paired with adenine. The omit electron densities Fo-Fc (magenta), contoured at 10s above the mean, indicate the positions of iodine atoms. (C) The protonated H163 interacts with a DNA phosphate group. (E) A neighboring molecule (residue E5) stacks on one end of the DNA. (F) Residue W3 interacts with a DNA phosphate group via its main-chain amide nitrogen (N-H). (G) Residues Y120 and Y121 interact with the phosphate groups via their side-chain hydroxyl oxygen atoms (O-H). (H) A neighboring molecule (residue D205) stacks on the other end of the DNA.
with HhaI cleaving DNA one strand at a time. However, the appearance of the linear product was earlier than one would expect from a completely random nicking reaction, considering that pUC19 contains 17 HhaI sites. This might suggest that the likelihood of strand-hydrolysis at any HhaI site increases greatly once the other strand is already hydrolyzed. In comparison, more linear product was produced by EcoRI (left panel), while more nicked intermediate was produced by BamHI, an enzyme known to act on the two strands asymmetrically. 
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